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GIL116. 6617317615118, 651757, EF1753/G15126, "
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{he no oTtect Tevel reported for the three generation rat reproduction .
clwly in AG1444, &5 greater than 300 ppm is incorrect. The text of ~°
__ lim vevievers cvaluation of the data cite reduccd mating, fertility -
. awl progaancy indices for both of the F2a and F3a litters fed the 300 .
pius level.  There were no differences with reproductive indices be- . **
teeen cantrels and the test groups fed 30 or 100 ppw level. The
. ol fect level for the three generation rat reproduction study is .

- ey ppua.
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: 1ho nend for additional subacute studies on the metabolite amino-
IR wethy Iphosphonic acid has been rajsed with a review of GF1758/6115126
., T by v, fuaife. With reference Lo PP Ho. 4G1441, Chemistry Branch. -
T weno of e 3, 1974 indicales that "significant dearadation of the ,
i pavent cawpound occurs upon {ncorporation into the plant followed by~ .
" forimbion of natural prosucts within the plant. In this mowo CB.
% deteys Lo 1D as “to whether any further identilication of the un--
N ' criraatables is nceded for pormanent proposals”. TH meno of June 4,.
0 ' © 19i) concluded that “the residur on human food crop are neqligible
<. and the fraction that is non-extractable would ba sulficiently lov
.. te: he Loxicologically insiunificant. Forages arc net human foords
‘ and 11t duos not consider (urther jdentification of the unextractable.
' “peviion of the residue necessary, since they are prebably natural
b plant constituents. '
» . - .
Cneideriag the siwilarity in the eliminations {principally in feces)
. of Loth the parent compound and its metabolite in the rat.it is
doubiltiul if a sulacute feeding study on the wictabolite yould
. conty ibule any edditional data Lhat vould alter the acceptance of
the jaesently established tnlervances.
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I nicrascerically fron 10 male and
stomach, smnll dntestine,
spleen, pavereas, urinary bhladder,
I-(m" marrow,

b v . § gemenn i
- Wilrwsine  ioanens vere talen aee --.-..1l1n,q:--
. L) Cemale nice from all three proup:s;
i qeeum, terpne, eolon, Hiver, Fidoevs,

: e whrepal sland, testes, sominal secjeles)

ovary, t h_"rnid
aorta, lupse, 'Ivmph node,

pland, salivare pland, prestate gland, heare,
abeletal mpecte ) peripheral verseo bone, spinal cord, uterus, trachen,
askin and brain, - . : :
Peanlts: The number of control antmals that dled during the
expetimental period was 36/50 (or the males and 29/50 female animals,
the 100 g Fevel 35/50 mice died in earh group of male and female mice
daving the B month feedirg, AU the 300 ppa 32750 mice died Jn each group

awd Females durieg the experincntal pericd.  CGross and micrescopic
exmination revealmd oo correlation betwueen the dfupestion of - o -
and smy neoplast e lesionsk obhserved in the test
Induce a carcinogenlc vesponsne (o this
of mortalities were not affected

oye nerve,

ept e

At .

ol wales
pathelegfe
the teclmic:] materianl

The test material did not
ayatem,  The incidence or galtern

e,
1ot
by the expersire Co Lhis mater el .

. vhen fod at .Not.sry lcvulc up to 100 ppm to mice fntv 18 monllm.‘ //;/77
L/(/' 1
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: ' Cone lusion:  Glyphesate is nefther tumorigenic nor carclinopenic
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1 l:r-n:-:nl_lnn lit‘ptnducx.inn Sady - Rats
Ky 2 ]

. Methoad:  Light wales and 16 female rats were fed dictary levels
' el 0, 0, 400 and 300 ppm for 11 Fo parental penervation and eash of the
sscceeding Upoand Vapopeverations,  The study was terminated folloviag .
the venming o the Fy. Anivales io all proups were maintained on their )
Tvenpeet e dicts without interoaption wotjl their z::lrr:l”rv. vhich folloved
thes veamine of the serond litters, Mating Criale vere initiated vhen the
auiwals vere W00 dav: old, The first litiers (F . M and F-h)
vhigine] wore ceaned-at 21 prost=partum, The parenta emalen vore'
piven a 10 Qg yent pm'i‘ns'ﬂ el apain mated to abtaln the secend litter.
. AL Semales wove phaerved o Fertility, Jenpth of pestation and lactation
- All pups vere exwmined for physical alpormallties at birth .
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ot prrtormanes, '
.'"'.' the mmbe gy of viakle snd s1i11 boarn were recerded.  The welpht of the
. tiver, Hidoevs | splecn, penads, beart, and brain viore recorded, atone
ith the Tinal body weipht of earclh vat,  Statistical anslvzes wore conducted

on alcedute orsan and apem the saean te body weisht and ereom te brain
zamired mictoscopically (rom

. ceclalit eatics,  The folloving 1 Feanes vere
Fiso mades aud Tive fomales from cach level tested: heart, trachea, hung,
. Hvor, panereas, stomach, small irtesting, cacenn, calen, =pleen, lymph
steelee oo Fiddne s Oy ey Lladdey | veetjs, orary, prostate, uteras, pituitary
plaved wlpensdl pland, <alivar s pland) thyraid pl.and ) parathsréid pland, ‘ -
aletetnl v ool hiane patsow, peyipheral nerve, bradin, ceminal vesicles, '
cocphans, cpiaal emdd, ) > .
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plvphosate tor three generations: is preater than 300 ppm,

S Ko envhoy dior i'l(‘ .

Teatbory oo methylene Labe Jod paten inl,
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Veenalters  dnpention of the to teical moateria 1-hod ne adverse
Wt t vpen parental bodv sseivht or b veirht saing,  There were no -
Jeeat b duringe the ipvestination vhieh could bae attributed to the test .
paterial,  po untovard: bebavimnl reactions vere novted .'mmﬁ.r. Lest or .
cont ol anisaln.  Orpan weiphto, crean Lo hodv veipght and.orpan. te brain
weipht cat ies tevealed ao consiztent intergroup diffevences, ALl Jesions
naof el day fo histepatholosic cvaluation®revealued vo rcl.’xlivng-hh;'-ln the
fupest fon of the test material. PFarameters of repreductive ability were
cimilamr for tast and contral auimals during the [irst (Fln‘ and _F“, Jicters
penerat fon, animals Tud W0 ppm exzhibited reduceéd mating, Terrility and |
pregoancy indices during the Tivet 1itters of beth the secend and third
veme pat ien Giag and Fry Titten ¢), These parameters were conparable to
thoee of the rontrol group daring the recond litters (Fy, and Fy),)) breedir
per iodet the yeduced parameters of veproductive ability vhich were ohserve
Ay v the Ya’ litters then compared favorably with the ceutrel proup valu
there vere un intergroup differences with respect Lo repreductive parametc
viil either the contrel or proups fed the 30 or 100 ppm level, No differc
betuwern test amd control pups whieh could be attributablic o the test .-
material vith the number delivered, survival indices, hehavioral reactions
axterual aparalics, growth patterns or gross and histopatholopic examinati

Conclusion:  The rvprnﬂurtivé no-effect level for vats fed o

.

Hetaholinm Studies = Rabbir
. 4 .

Hethads:  Sinele oral deses of 140 1abeled phosphonomethyl were
adminietered in two replicats experiments to three male rabbivs receiving
fhe test watestal Jabeled in'the methylene position and tve cach veceived
Lhe teat raterTal labeled in cither the carboxyl or the alpha carbon posit
nd the gluedine mniét‘j. The deses ranged from 5.7 to 8.8 mp/kyp. l}fh‘l’ dos
el snirel wan housed in an indtvidual metabolism auit for 120 heurs.
Lecreta and earbon dioxide sorples were collected at 12, 24, 4R, 72, 96
aned 120 hours post admini-=tration. At Jthe termfuation of the stndv blood
camples were drawvn and the falleving tissues wern taken: tiver, kidoey,..
e b fat , pul, spleen, beart and testres,

Proults: More thae 0% of the 1l4g acpivity cleared within®s
daves cith 20, o the feces and /=117 dn the urine. Vess tlan 37 wvas expi:
Uithin the tir=t 12-24 hours 2%-527 of the dose was
clegred Toeme the haly,  Hethelens sund earboxyl fabeled materials vequired
100 heaere: beetege maree Chan 9207 ol the dose was valded fyam the bady, At
12 honng s appraszlmately 14908 ol the Vi, acgivity cauled be accomted for
e tlue gt opet i0 contents . tn the rabbit tinsee, exrlusnive of the put,
077 and 0,17 ot the dore administered of alpha earbon,

fhere v 1,00
respectively, as compared Lo 0.72

LAY amd 0V for the vorvesponding Tiabols In the yat. Only the plycine
wede t appee ans tisnee pesidees with the carbon=2 of the glvcine most
PiEe by Loy appear dn the ticanes, the vanking of tissuc concentration of
ecapbozel Jdabel molety was liver 3 Pldody 2 spleen > heart, muscle and
penanda, T tmly the alpha envhon moiety was incorpofated into the fat in a
wea-mrable quantity.  The rabblt requires 4 to 5 days to clear a singIQA,
dese as compared to 93-98% clearvance in 48 hours for the rat. ..l




